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RaRlTRb : [WJ— XiiH&oT, h ; co-W;w; S02-»r 

gsW^fn^ CO-l&$tT;v*;K S02-ttr;v^;K ORi> SR 1 
, NR1R2, ;Nnr/, N0 2 > CN, WC O O RH*b % bM$l-£ 

fnfii, ^>-tf>m^L< ii^^nr;^;i/f fcl^btv^tfe J: <> 




Ra 



(I) 
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sC-)> CO, NR3, CH2-;K C0NR4xtiNR5C0> 
J : 0, S, NR6, CO, SOXfiS02> 

R : WM&*%}l>x^xi> *v>7y-/K fj|S^Ltv>tUv^fD7 

(1) RatRb &m&-t & NMT- fc-frt^ot^UyVMU E 

;v > p -^nn7x-jVXIio-- h n 7 ^ — ;ve&&4b'£-^> 

(2) RatRb Wmfc-t %> Nj^rf-fc Hfc t^ot, 4- ^ fcf^ 9 ^ - * £ 
fJfiU E^iji*^ J.o, R«H7x-;v, Mf^7x-iK m-^^;V 
7x^jk p-^ f^y7x-jv > m-^nn^i — p-? nn7x^;l/Xlim-- 
ba7x-K^^j» 

( 3 ) RtfTOfc**^ Ltv^t & X ^ ?vy ;k 5-- h n-2-7 y ;v3U±5-~ 

(4) Ra**EU Rb^y^n^nt';K EWM^ R^p- (>'J7W 

fcfy y;vt^S^fto ) 

Wf*]« 3 ] J&5W6-7 >-i--f ;v-3-(6-^ b * v tf y y y-2-4 
2,4-b y 7Vn[4,3-b] tfy G-T^y-l-J jW3-(6-7*n^tf'J y>-2 

-4 ;v)-l,2,4-h y 7V*n[4,3-b]t?y 3-(3-p< h^v7x^)-6-(^ 

y ^>-l->f ;V)-l,2,4-h y 7Vn[4,3-b]t: 0 y 3- (3-7n^7x-^) 

-6-(tf^y 5»-l-<f /U)-l,2,4-h 'J 7v*n[4,3-b] ey ^v?>\ 6-T-e><>-l- 
^ ;v_3_ (6-^ h * *> e y *? y-2-<< ;v) -1, 2, 4- h y 7 Vn [4, 3-b] \£ y ^ > > 6- 
(4-7;VtntVij — f ;ix)-3-(6-P< b^vtfy V y-2-4 ;V)-1,2,4- h y 7 
[4, 3-b] If y y*Jy, 6-(3-7^l£v*n[3.2a]:fr?*>'-3-'f ;v)-3-(6-;* 
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h*->tfy vV-2--f ;V) -1,2,4- h V 7V*n[4,3-b]fc?iJ ^>>>\ 6-(4,4-y7;V 

* n »; v w ;v) -3- (6-^ h ^ *> e y v >-2- w ;v) -1, 2, 4- h t ; r v*n [4, 

3-b]tT'J 6-(3,3-v^;l/^ne^iJ *»-l->f ;v)-3-(6-^ b^rvf'J 

>-2->f ;W -1,2,4- h V TV*n[4,3-b]tf V 6-T V** V-l->f ;i/-3-(6-7* 

n^lf'J v>-2--f ;v) -1,2,4- h >j 7Vn[4,3-b]t: 0 'J ^v>, ^t^-te-T^ftf 
v ^ n [3. 2.1]:*-*? >-S-<< ;v) -3- fc? y v >-2--f 2, 4- h 'J 7 V 

n [4, 3-b] e 'j ^ v y frbM$iztv& ^mm-mmmt^m x « & & it ^ 

[ffi*^4] m-flLfrtf, 7V>Kn^->, V-feKn^-K r?*Kn*-b 

•bMtRsn&if -e^^m*^ 2 xte 3 fsm^E^a^o 

[w*^6] ^-»j^it ^ 2 <7)-^ (i) ^zti&^mmmmmft&m 
m^ms] 11^2^-^ (i) x^zti2>&mmm.mmt&mxi* j t<Dm. 
ut^i o] m^m2(D-^ en ^^tL^^-M^^^b^xii^^ 

-f £ tr* * x * * - h <^#*iiin^fflii3^JT^ & m$£ 9 tern 

[0 0 0 1] 
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[0 0 0 2] 

^IHU^Vxy hfll&^rt^Sft&o BHi^OflPJiaif*^ 4: ifOJHH 
tcSrSH-JHSSfilfcLTti, W^^tt^v^-tifllllSjtBM (II) 
AttO#^»Bl^Tffl(IIffl)o«^#««iEk^ *-rn>f 

> «frOSa^^^tt»a««)#«r* , #v>C t^lt$fLTV^ (Riggs BL st.al 
., New Eng. J. Med., 314, 1676, (1986)) o 3&A\iZ&ftZ&%x\Z&iW ; $BR<?m 

iti&mizm^-f&m^-t It, IlJ¥TO*;V^>(PTH:parathyroid hormone), P 
THrP(PTH-related protein), TNF (Tumor necrosis factor) a, M-CSF(macrophag 
e colony stimulating factor), f&ttM * ^ >D3(1 a , 25(0H)2D3), "/n** 
y<7 Wy (prostaglandin) , RANKL (receptor activator of NF-«B ligand)^ 

^mmm\zm^^=^h LT, ^Vv-b-Vfcalcitonin), x^fny 
> (estrogen), 0PG(osteoprotegerin)#^, #3^ja^WI#i"*H : J-fc LT, PTH 
, BMP(bone morphogenetic protein), TGF(transforming growth factor) "7° 

Stf? ^ VD3(la,25(0H) 2 D 3 ), PTH^&fetL&o x^fnrA *^ 
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#®E&#fft8#$^$*L (J. Clin. Endocrinol. Metab. 82,62-628, (1997)) 
[0 0 0 31 

if * * * - h »±^wp«wjtt?* * e n u vtt ^^fliat 
-r*ft#«T?*or, ^#,«^TO*PPfU L#iRJD»iiw^ffl*^rf * - 

3ch-*«m.m wia fc^mesj^^^ & t*k* wB#«f 

(##^mi®.^#^ifc2) o L*Lfc#fe. 
80j8t£JL±OiS5*fr^-C t± I± * o rt: fc <&*&***K^ $ K"C is •) 

■CBW|cW»C^ffl<k§*LTV>*&aflmW3K, yn^^^*7>y>E 2 (PGE2)t±. 
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[0 0 0 4] 

m^lC^oT, T;V* 'J7*^77^- If (ALP) !£*v£1££^ L^lfflfl&fr 

(#lTOi£6~i i) , -/wut** (#4#BfcfciR5) , N-^yj;v7> 

mm<7)M7s^z}£x*x*^- h&&^zti& c^jx.^\ mia#fp^:m2, 3, 5 

[0 0 0 5] 

£ tt^t/ tit, h V 77d e V ^ ^SM&frfc Mi- & J0LTO«l#*«* & 
officii. ^IS-^ (I) tdistt^fB-^'Sr^-r) o L^L&rt*^ £tL£><£>:fc 

(1) R a J: R b «f t ^ N J: ^ o T f ^ ^ vV£^j£U ErtMi 
R7& ? 5fe#|&7 xi^*4ft^ilO^ (*#tt^tHR 6 ) ; Rrt*p-( h'J7 

(2) R a kRb^Hft-riNJK^fc— f^ot, 4-* ^-l-fc?^? >>-;i/£ 
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El 4^U ? ^#^»1 5) *»M^$tL& 0 

(3) R L"CV>T *> i ^ *V'J /H?*4SiSft^* (#Hfcfcft 
16-18) ; &XfK, R^5-- h n-2-7 U ;VX&5-- h n-2-^^-;VC*>* 

tsnnfls-fr* (#rp^mi 9-21) ^sj^sfr&o 

(4) Ra^H, Rb^^nyn^, E^#^> ^oR#p-(>V7W 

(5) R a #M R b ^2-t KnJry-7'n if /k Et&*1£*&-£\ ^oR^3-t! 
[0 0 0 6] 

[#M#f££$U] New England Journal of Medicine. 333(22), p. 1437-1443, ( 
1995) 

■[##f1\fc8t2] New England Journal of Medicine. 344(5), p. 333-340, (200 
1) 

[tlritl] g|^Ba&96/07417^<V7W h 

[##^m3] R.Neer^. Bone, 32(5), S69, (2003) 

MfSfcfcflflU 1 Journal of Bone and Mineral Research, 8(7), (1993) 

l#ifc£ft2l 4*M¥8-231569-^t«&« 

[#fP^3] #Hi2000-109480-5§-<g3£ 

mW$M4] #H 5 F9-263545^# 

M*Wvfc*fc5] #H2001-139571-^<&^ 

[#Brafc6] ^Pa2002-47184^-<2r# 

I#^m7] #|fl2002-255971-^<2r^ 

[#^ifc8] #PI2000-309591-^<Zr# 

[#^m9] #M¥lO-130271-^<&# 

»M1 0] #H2001-151775^# 

[#l^»l 1] #PH2001-151774-^2r# 

5 ] J. Am. Chem. Soc. , 2002, 124, 14520-14521 
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1 2 J #Hfl¥9-188622^-<kf|l 
MHfcfcllfcl 3] *S#^3,957,766-t<2r^ 
I^#^m6] Tetrahedron, 22(7), 2073-9 (1966) 
[^#lt:fci£7] CAS Registry File, RN=289651-67-83Ui 202820-26-6 

8 ] * ? y ^OSPECSttO * * n (Ref code : AG-690/3073051) 
[#SFttl4] K^<2r^#lr2,444,322-t<2^ 
[#Sr»l 5] #^HS50-58092-^-<Zr^ 
[§lftf 16] 261, 693^# 

[#1^$* 17] K>f ^<2rl3#^2, 254,873^<2r$R 
[#fr»18] F-r^<2rPg#fP2,215,999-^<Zr#R 
[#lr»19] hM^<&ll#tr2,161,586^2r#. 

[#tr^:m2 0] K^^#ii%i6i,587-^<2:^ 

[#ttt2 1] bM^<2rPg#m, 113,438^-^ 
[^fr^CK 9 ] CAS Registry File, RN=289651-68-9 
[##fF5:mi 0] Farmaco. Ed. Sci., 34(4), 299-310, (1979) 
[0 0 0 7] 

mw^$tztkZ2>mmi)m< . mz^mtvwrLtz^mmMtz&^x^ 

[ms * £ 7t ^ai 

* <r> mm * g m K®,im$z l tzm^. ( i ) k^-t m &$mm 

wmtk&m t &*itz^wmmfrik%m&&*7F^ m.^mm^^^zf 
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M% t < ttte£SMcfc * jLffl L, 3fefc4WtM*fro (PCT/JP03/0 

2248) o 

(sham) &zm<*mtitz^mmnmmftm*mj&%ftzztz&mL*% 

b ) $ ~ fcuif^^^-hmitjsa #*ii»i§£iJ t? £ £ ISIS 

(2) a) ^-^fcLTif«*^#fi*0^y^mW#ffll&^k^3l'fk 
^TabSTSBHKs*; (I) ^$tL^^lMM^tXli-e<7)t> b) $ 

(3) a) n—mffltLx&tkfc&&<D&*ttv&&mMJkMk^4k^* 

(4) a) m-wmt Lxmm*miit&&<nwF*7* F&&&m®.Mmmit 

(6) tfx****- h TIB— ftS: (I) T^$*l*-£S35 
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(8) Tia-^ (i) T^zti&^mmmmmb&mxi±^<DU*yg®j&frt 




R aWR b I m—JUZmteoX, H ; CO-ttT;^^ ; S 02-1&aT 

i^T 1 ;-^, Sm**^LTV^T%iv^4 7bM8M<7)^.^5fn^L< fi— 
U^mm^f-^m, C0-fii|7;^;v, S0 2 -MT;p^;v > ORl, SRl 
> NRlR2, ^uyy, N0 2 > CN, RVC OORH-b%2>mfrbM$lZti2> 
1 ~3l@<7)ttm^£^LTV*T ! £> J:v^i|7;KJV ;i!U R a&^Rbco^fr 

£ i - 2 is^rt- ziTsms mmnm t < ti-^^fo^T- nt^^ u 

e:#is^-> Ci_3T;V^rV>, li-V>(-CH=CH-), ji^-Wx(-C 
= C-K CO, NR3, CH 2 -J, C0NR43UiNR5C0> 
J : O, S, NR6, CO, SOI(iS0 2 > 
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Rl~R6 : IWJ-XtiH&oT, HXIittTiV^riV, 

(1) RafcRb tm&1- ^N^^Ffc-^t^oTtf^^^y^^^L, E 

>K p-^nn7x-;Hlio-^ hn7x-;vT^^jfc^ti > 

(2) RaiRb«ft^NH : ft-#J:^ot, 4-^ ^;v-l-tT ^7 SJ^/U* 

7x-)K p-^ b 3=-->:7.x.=.;K m -^nn7x-;K p .^nn7x-ji/XiJm-- 
( 3 ) Rri*g&*£^L"CV>T & J: W 5 r/y >K 5-- bn-2-7 »J ;H5U±5-- 

(4) RafH, Rb* J y^n7ne;K E*NM£-g\ J-O, Rtf* p - (h'j7;ut 

(5) Ra^fJK Rb^-tKn^y-7nif;K Ej^JMS^ ^.o, R#*3- 
[0 0 0 8] 
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[0 0 0 9] 

Kxz&^ttmmmvmKis^xm&ztiz, oia bonemmKx^mmmMo 

[0 0 10] 

[3&^^S<^II] 

L (v>-f-;V • ^-7*. -b;V7- • "7 143#, 420 (1990)) . # 
^«^J:^>#^^K#-r^ii:^^$tT-^ («I^> 13^. 12-^-, 1062 
(1994), W}. Clin. Invest., 89, 1974 (1992)) CLtfrb, ALPvStt±#ii 

yh(D-ft& (Journal of Biological Chemistry. 207^ 19K(195430) b |b3#<£> 

wmm^m^tzAL?mmmm,m^is^x, alp^m^*^-?* zttmrnzfr 
mm^M-r^MjpmmM^m^^x, io M u&T<DHkmx^ > > n-;i,jti5o 
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te> v^Xga^#**#^ffl»MC3T3-EK 9 7 hff^lR^'i'*^tt*R0B-C2 
6, C8a^ Cll. C20 % C23, b#^lMlffl«R0S17/2. 8, t: I>ff*»st> 
•7^^*^bF^^«^C3H10Tl/2, H h P B ^m^«hMSC, ^<7>lt&#fi 

# (#^^5) , »«6~i i) % -7v>mm®- m 

#lf » 5) > N-^r/'j;v7>>7- >H*SHSMfc (#fF:fciifc 1 2 ) ##^#§HJ! 
3&v* 14 a V if HJ 7 /I/ • 5 * h U -&flf J: o T# <b *L7^b£*8££ 

[0 0 11] 
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[0 0 12] 

»±, ^f* L<i±c 6 _i4^-m7!jS3^Ti;-;v^-e^^o £ *m 

<fe & o 

nii7^.;v, 7- h 5t FQ7 7^;K tfnn;>*~;K tf^jv^w 1,2,3,6-fh 
[0 0 13] 

7V;k eo'j;K tf^v^/K ^rvinv, >fyf 

;K b V rv* 1 ; ;k f F7 7*'J ;K tf y v;k ey 5 tf 1 ; ^v~;w tf 

^>7'77-^ ^?>v*^^— ^y , /f7v7y* , JiK ^>y , f7W^ 
^^/tnyj ;k ^v7tHy7yj ;k ^> vm ^ ^v* 1 ; ;k -f > K 1 ; 
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^■f nr';-;vt Ita, 1,2,3,4- 7- h 7t Kn^y V ;v^#^if £>*i& 0 ^ 

<fe <?> o 
[0 0 14] 

B#3&*e>a^**t&ra— x»±*«:ai-5ffloiijft*T»*»), l< »±bi* 

**<bal^$*t*3fe-C*«9, #«?^L<ti, ^ny>, OA 1 kl^SAl kt 
Bl£ : GmfrbmifcZ1x&W&&*i-m%Lx^xi> £^A l k, /\uy> 

, NRlR2 % NRlCO-Al k, N02> CN, OR*, -0-(GSfr&>t>S&$*L* 
1 -4||t^ A lk), S Rl> -S-ADfyA 1 k, -O-COA 1 k 
. COOR 1 . CORl, CONR1R2, SOAlk, S0 2 Alk. S0 2 NRl 
R2, P(=0)(ORl) 2 . -O-CH2-O-, -0-(CH 2 )2-O-, DSfrfrfcS&Sft 

mLX^Xii iv>T'J D^«b®KS*L&«m^£l~4^LTV*T*> 

v^nrWo iic, Ri&tFRZ&ntriBoiiJ? ; Td#j ai k, 
r/, AnyyAi k, nr1r2. no 2 > cn, ORtoSRi; TG#J 

^nr>, NRlR2, CN, COORl, ORK SRl, D#tf»&aB*S*U&11 
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D^^M^Wfii^lMfltLt^ttiv^T'J-WD^P) 
M^$*L&e&*£i~4'|@;prLTv>T & i^Afn/'J ; [^uyyj }±, 
I, Br, F&tfC 1 125.^% r^n^VAl kj W\ USJUbflVM^VflC^T 

o 

BIS : A 1 k, ^nyv, ^nyyAl k, NR1r2, NC>2, CN, OR 1 
\ -O-Anyy A lk, SR 1 , COORl, CONR1R2, S O2A 1 k, 4 7$ 
M8MO#^^L< ii-^^n^xn^, 7x-W7x^vi, 
[0 0 15] 

R a £ R b ifiVmir & N JUT- 1 — # h^oTlIt^ ^fnl^h UN 

;K ^VfcKD7y*y-;K fc'nij-^ <l AP^/V -fr, fc: 0 9VD-;W 1,2, 
3,6-r h5tKn fcfv} x> 2 _y t Kn fh7tKn e V ^v~;v 

„ fh7tKntf7^-;K l,4,5,6-fh9t Kd^iJ5^^ ^>ki;-;v 
„ >f V-f > l,2,3,4-Tf7tKn^yi;;V, 1,2,3,4-f >7t Ka^f 

V*/V;K 3-7if tfv^n [3.2.1] n [3.2.1]* ??-)i> 

„ 3-7-9* fcf->* n [3.2.2] 3-Tif tfi'* n [3.3. 1] ./ — /K 7-7-*ftr->* 

u[2.2.1]^:/*->K ^V^^'J^)K 3-Tiflf->$'n[3.3.2]7':fr-)K 3- 
7fxen[5.5]-)yf*-;K 2-7f^lfD[4.5]7 , *-;K 2-7-*f* l£n[4.4 
] ;-J^i;8-7f ^ tfn [4. 5]f #flf JEfclJfSLOi, % 

LTV^T & i ^ 4 8 MO^-mi^n^ t < li-WMlAfoit* 0 

/K 1,2, 3, 6-7- h^fc: KntfU 3-TifH" 9 s9 n [3.2. 1]**^;K 

If ? n [3. 2. 1] * * ;K 3- T if tf 5/ ^ n [3. 2. 2] y - )VRXf 3-Tif If v ^ n [3 
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»**?>a^$*L4i-5ffloiKJi*3WSLv> 0 m*w»* u < i±, (coori, o 

NRlR2 N CN, ORl, -O- (COORl, O R iRZfy x.-)ls7&>bm$iZti2> 
tM^t^Al k), SRl> COORk CONRlRZ&l^i-^fcS 

C O 0 R it^ l~21<?)tMt^ o 

[0 0 16] 

VC&m (I) 4», fif 4 LvWb-fr*SrJ0LTtC^i- o 

(1) -NRaRb#, ^>-lf^^L< {i^^nT^^^fc^tTV^T 

m-f%mmmmi%i,<\t— M^Afnt^Mt ; e*», ci_ 

37^V>, tf~V>, xf^l/>, CONH, CH 2 NH, CH 2 OXfiCH 2 
ST&i9 ; R^\ BW*»P>3l^$fL*l-.5fii«>1t3j|3fe*^tTv^f iv^T 1 ; - 
;vX&Bi^kM^£*L&l~5^0MI3l£^LTV*Tfc i^fnT'J-JVt 

1 - 5ji £ ^Tf & ^ x n T y - >U t? & £ 4fc^ 0 

(3) -NRaRb^ iAfng^i: LTNJK^fcUM t^^ttv>t 
A lk, ^D^>, ORl&tfCOORlfrfcS^fL&l^f^lHfc* 

*»#^T?2bi9 ; Rrt*> mf£i:Any>, OA 1 kS^'SA 1 k^<bStR$*L& 
S»3l«r^rf 3U±6tfcfc/M3$*>, OA 1 kMSA 1 k**e>S^ 

[0 0 17] 
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e-TV-fty-l-J )\s-3-(6-* b*->t?y )V)-l,2,A-\> } ) TVn[4,3-b 

] tf y V, 6-7-trV^-W ;V-3-(6-^D^etfiJ v>-2-^;i")-l,2,4- b'J7 
7n [4, 3-b] tf 'jm, 3-(3^f^rv7x- ;v) -6- ( tf ^ y *? >- W ;v) -l, 2, 
4-b'J7yn[4,3-b]f'J^y>^ 3- (3-7 , o^7x^;v) -6-(t^iJ^>-l-'f 
/10-1,2,4-h U 77o[4,3-b] tfy ^v>>, 6-T-tf/-*>'-l->Ol/-3-(6-> b^>lf 
'J 5»-2->f ;V)-1,2,4- b y 77a [4, 3-b] tf y 6-(4-7;v^'n tf^y v 

;i / )_3_(6_^ h * v tf y v^-2-W >U)-1. 2, 4- b y 7 7o [4, 3-b] tf y ^ v 
6-(3-7-^t£v*n[3.2.1]***>-3--f ;V)-3-(6-* b*~>t?y v>-2--f 
;v) -1, 2, 4- b y 7 7n [4, 3-b] tf y *TV > , 6- (4, 4-^ 7 d tf ^ y V >-l-4 
;V) _ 3 _ (6_ ^ b * v if y i> >_2- 4 )V) -1 , 2, 4- b y T V* tf [4, 3-b] tf y *T*J V „ 6- ( 
3,3-V7WD^'J y>_i_^;v)_3_(6_p{ b*~>tf y v> >-2--f 2, 4- b 

y T 7n [4, 3-b] tf^^V, 6-T 7 * > -1-^T ^-3- (6-7n^ tf y V > -2- >f )V) 
-1, 2,4- b y 77n [4, 3-b] If y 3TV>, S[F6-(8-7f (fy^n [3. 2. 1] * V 
_8_^f ;i/)-3-(6-rn^etfy V-2--T ;v) -1,2,4- b y 77d [4, 3-b] tf y yyy 0 

[0 0 1 8] 

„ 7ne*v®, vny|, 77-^ ?L 



tBSE# 2004-3069466 



#12 0 0 3-18 983 7 



^-v*: 19/ 



[0 0 19] 
[0 0 2 0] 

it, xf Fn^-h (etidronate) > TWKn*-h (alendronate ; #<2r¥2 
-13645-^2^ #<2r¥6-62651-t£r^ *gI#ft4705651-^<Zr^) > 'J-feKn*- 
h (risedronate I B##f^2702419^<2r$&> B ^#fNil2568999-^2r^ 3- 
n y^#m86405-^2rfR) , Kn *- h (pamidronate ; #<2r¥5-8717-^<Zr#H 
, *@#IH327039-^2^K ^#Kn*-h (incadronate ; #<2r¥7-629-^<Zr 
, ?nKn*-h (clodronate) ^ :=yKn*-l> (minodronate ; #^^6 
-99457-^<2r$fc) . -f Kn *- h (ibandronate ; #<2r^P8-2913#<Zr^ 3-n 
y / N°#fp252504-^<Zr^) ^ VVKn^-f ( zo 1 edronate ; B *#ffrl!2744238-5§- 

3 - n ? /N°#|^275821-^<2r^) , f;vKn^-> (t i ludronate ; #<2r¥4 
-29676-^<Zf^ B^#fP^2735462-^<Zr^ ^S#fF5739381^m) , *y Kn 
*- h (neridronate ; #<2rBa63-7526^-<2:^> ^S#fH578376^<&f&)^T-&£ 
o Wlt(li> V -fe Kn*- K Kn*- K >f > 

3&Kn*-K */Kn*-K 4 Kn*- b&tfW Kn*- K #«t 
^Ktt, Tl^vKn*-h, V-feKn*-h, ^>#Kn*-K 5>>Kn* 



tBIE# 2004-3069466 
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^-v : 20/ 



[0 0 2 1] 

Mi«L/:, HPt»#^E^Tia(IIM)^»3fi^^***Att#ffl» 
[0 0 2 2] 

o 



ffiliE# 2004-3069466 



#12 0 0 3-189837 



^-v: 21/ 



[0 0 2 3] 

*%wi,z&^x, r**mmEmi*im} tit, m<omm*m&tLx^yi 
( a ) ^^*^-ft;iu^ ^mmfrimmit&m<D'W-a:mM / Em& 

[0 0 2 4] 

, KnJri/yne;v-fe;vn-^, 0^ H H B -fe;vn TV7>* 4*y e— /nf 

t£o ^fett^^r^J iZktWmuftk WjUZXTTV ZsWt?y* y^A^)^ 
fcfflifrSl^aMli^ V 3 - ;v-> * A (O X 3 fcJK«5!K £5&ffc»K * * 



ffiSE#2 0 0 4 - 3069466 
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^-v: 22/ 



[0 0 2 5] 

mmm<D x -frffimM, #m%h mm?u %&m, mmMz^Lx^xkz^ 

o 

&.m±&m^tti2>o wym&vmmk mmmtLxit, wx.&7 m u\*\s> 
zh\zmmm, mmm, ?wb^j, frumu ^im, mmmmm (^xif 

[0 0 2 6] 

;£ fc, S^<2r^^94/05297^N° >7l/7f, IS ^^^99/04773^^ >yVy 
^^ *S#^5358941^-<2r^ SI^<Zrl^99/18972^N°> 7 V v h , H^<2r^^9 
7/44017-^>-7 W K SI^MI^OOO^^l-^v? W K ill^<2rii^200 

i/82903^n°v7u^ mn&m^mmwi^^yyvy Ym^te, 

h^mmzmtz&mmfttfmTFZtix&t), ^h^m.^w^^m 

[0 0 2 7] 

ffiSE# 2004-3069466 
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<*-*j : 23/ 



0 001 ^ P> lOOmgAg, SF 4 L < {±0. 01 ~60mgAg#®^ T* & «9 , -1 *l * 1 m X 

£2®, BlEf^ift^Lt^iv^ »JRS^-$^&» 
-£ii> #fi^£0£j0.0001^£>20mgAg> £ff L < itffiO. 001^<b5mgAg# s it^-e 

»2IIU B2i, ^lll^)IlTt4ttUv\ 
[0 0 2 8] 

ho i HS/i »)<?5S#*ii^ fflv*&e*****- hoi&tticjc&c-rgt 

5fe$tL* 0 KJ3cK»L/ii£#fi • &^K^gBBoe*****- HiS5v»Tte 
, 1 HSfc*)$j0.001^f>30mg, 0f t< «0.01~10mg^ai^T?^)^, d*L£ 1 

b in, £u< \*&n~&*Rfr*ftitx, miumim, 120, n 2m, n 

l!3fOlSt«t^ 0 fIK4$iil,M(i> #m^/i<9 ^70.0001^ ib lmg/ 
kg, £f i L < «^0.001^^0.5mgAg^iS^t?, 1 B 1 Ilk =gL < f±tfcB 

in, 2aicijHi, h ieu 3^-^icin, 6*- ami 

[0 0 2 9] 

ffi|E# 2004-3069466 
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^-v: 24/ 



W & £ k § , tf>fi&S2£ k L T x. WT ^ U - > (Greene) y V 

(Wuts)^ TProtective Groups in Organic SynthesisJ # 2 JKKfB|fttf>fiUK 

[0 0 3 0] 
[ft 3] 




(H) (1) 



W\Mo ) 

, N,N-^f;VWT^ K(DMF), fJl/iV, f^t Kn 77V (THF) > 7-fe 
[0 0 3 1] 

tii|iE# 2004-3069466 



&m. 2003-189837 



^-s> : 25/ 



iXfML «x;i^2jn7k£i^ *ti^X"fML ■f-*.x-7 t ;K*);*;i/* 

WdZW&Zt &X % & o CI ft- <b <7}^J& x. If, ORGANIC FUNCTIONAL GROUP PRE 
PARATIONS Second Edition (Sandler, Karoif) m^t^MO^m^m CT^iC 

(i) ommt^momm) 

urn a 
[lb 4] 

NHNH 2 HOOC ^^NHNH-CO 
(IV) (V) (VI) 





E-R 
(ID 

^R£4:# LfcKvy K<k^ (VI) t L & £ fc i o tilt 4 £ 
ft, l-(3-vV f-;vr ^;yn tf;v)-3-^f-;V5?7;i/^^-f ^ K(WSCD)^^^- 

WU^7x;-;k N-t Kn^ri/^^ 5 K*tfflv»-cl«-?S 



ffiSE#2 004-3069466 



#120 0 3-1 89 83 7 



^-v: 26/ 



[0 0 3 2] 



JSWfc^ft (IX) ii, ft^ti (IV) MVv7^-h ft&m (VII) 
^ >#co^Sco#^T> l,2-yVn^-i,l,2,2-7 h^^nnx^v^h V 7 

[0 0 3 3] 

x o«Bfc*« 0 Mt> 3»«> tttt, a*s> mgkit, mm, mma*. & 



Mb 5] 




(IX) 



miiE# 2004-3069466 



#12 0 03-18 9 83 7 



I 27/ 



[0 0 3 4] 

[%J6til] 

H»Jl (I)«7;V*'J7^77^- tf(ALP)ffitt 

v^^fi^#^^MC3T3-El«:5%^v'^JfiLvt(FBS:fetal bovine serum) 
-a^Pr a -*/J^^Jt^(MEM:minimum essential medium) ^t?96^7 ff V- h IC3000 
cells/wellO^-CJWL, 4~6B#W*&*Lfco if L«i^ v^^V* 
K(DMS0)^^L^^fc^^^JnL(DMS0«S0.5%), S&K3B 

5#HH h L/co 0. m(Dim.iti- h U * A*Jn£TJgUS*flfjL$^3\ 4 

05nm(#.BS^492nm)^MJP£^SlJ^t, 3«#£l00% £ LT, £ tUC*j-1" & % 
ItU, ALP®14^#mt^o Ji|5i|lJ^(iLowryf,0^ (Journal of 

Biological Chemistry, 207%, 19H(1954^)) LTfro fc G 

fcSa*3&0!2, 6, 10, 19, 21, 22, 25, 26, 31, 32, 33, 36, 37, 40, 43, 52, 63, 65, 70 
, 73, 74, 79, 82, 83, 84, 85, 90, 91, 92, 93, 94, 98, 101, 105, 112, 114, 115, Wimzffr 
1\ ffcfr* (I) \z.Q&%ti*&«?>ttAmifi* 300riloiftKK*v>TJtBR*^ 
MLT300%^_L^ALP^^^TLTv*^o ioT, *»W*>'f&fr» (I)l±ALPfS 

[0 0 3 5] 

i) i-m^^x^vcofpM 

■CWfl©#m*:SffiU H¥#f (sham) #*Ife<£T M^t^ffl 

Lfco (sham) »»±ipm*ius^»mt-*»fto*ffo^o 

±ffi^E 7*^Of^KJ±Kalu <b O^-fe (Bone Miner. , 15%, 175H (199130 ) , Frost 

fi}fiE# 2004-3069466 



2003-189837 



^-v: 28/ 



hO^m (Bone Miner., 227H(1992^)) Lfc 0 

[0 0 3 6] 
2) ftifcfrffi 

IP^I^tT (OVX) mt'> pQCT^TK#^»J: 5 5BmO#«jRtai3feL3to 0 
VX&8iSiajife1EU #«JK)W*^«^Lfeik«r«BL/io 

(a) *M##!i£]g (3^ffi»fS*«) W5&£ifc 
WoflI^3*J(mii:J; «9i»J5£L£ (TK-252c, o 

Wrfzfflfi&BE (failure load) > ^©ftl^TOf ^«iEPI<7)1 1^ i 
tfffllte (stiffness) t Ltz 0 

(b) #^JK^, #a^9^-^-<0*«|»«5SSrfe (pQCT) 
5fc^#ffi/ES#jX^CT (peripheral quantitative computed tomography, pQCT 

) ^e(XCT960A, Norland-Stratec)*fflv»-C#^Bfl5^*S95gL.> MftSr^ 

iMJg*HPLCiS (Uebelhart,Dib> Bone Miner. 8%, 87K(1990^)) KiO, .x* 

[0 0 3 7] 

3) afclfeft^ 

^^<^^^a^<7)#M-/^Ftt#^m^kD£m^jt it, (i) 

oft£Wft£4&-t? aba SHIM 9 3 <n4k&to (6-(4-7;vtnif^'j y v-W ;v)- 
3-(6-^ h^rvey ^>-2->f >V)-l,2,4-h V TVn[4,3-b]tfy : £I.T4b 

ffilE#2 004-3069466 



mm 2003-189837 



29/ 



fco *#J*iS:#O0VX»4:«l^«» (sham) *ttm&t Ltz 0 {k&&A\*30 

mg/5mlAgO0.5%^f-;V-b;Vn-^Jl?i^fc U1H 2@gPS4t> >f ># K 
n*- htilmg/2.5mlAgOTK^t LT 10 1 H^nS^L/Co hPTH(l-34)te3 
jug/lmlAgO^gJt&TMSifcfc LT IB 1 0&T«:#L/So *tMimo.5%^ f- 
;i/-b;i/n-*£ 1 0 2IHnS4U: o 

[0 0 3 8] 





mm 




(/kg) 






ovx 




30mg 


1 0 2 0, 516 0, SpM 




lmg 


1 B IE, 316 0, mn&* 


ittttn 


ovx 




30mg 


i b 20, a 6 0, jgnts# 




ovx 




lmg 


1010, 16 p, &n&# 


Jt«#3 


ovx 


hPTH(l-34) 




1 0 1 El, 31 5 0, BtT&i* 




ovx 


0.5KMC 




1 0 2®, 16 0, 


#RR»2 




0.8WC 




10 2®, 16 0, @PS4 



[0 0 3 9] 

4) 

^Miff^m (3 <&f&**Hl, (pQCT) 

£02, :*cffi&#£K#iiii (pQCT) <^*§**BI3 tc^-To J£K, Bc*tf>-7**-*~>fcT 

5) 



ffiSE# 2004-3069466 
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^-v: 30/ 



(**RB#2) KflE&fcO^fcofc (IfelSBIl, HI 2 RtfH 3 0 
[0 0 4 0] 

U^tti^ii^ If*****- h^PTH=£rfflv^v:mff^^T'(±, mm 
[0 0 4 1] 

nifeM 3 : >ffc^!& ( i ) <omtM 

Ti^-to fc*5, ^OH^ti, Dat:»a^Wtt^ F: FAB-MS (M+H) + £^ 



fcHiE# 2004-3069466 



#JM 2003-189837 



^-V : 31/ 



##M1 : (6-? n n e y ^^>_3-^r ;v) V: K9 2> 4-- h a£j§,#^ WSCD 
g»£M.U 7k&t^^^V^~x;i/Ti5fe#-U N'-(6-?nnt?y ^V-3- 

n n-3-(4-- f n 7 x - 2, 4- h ^ 7 V'n [4, 3- b ] If 'J ^v>^#^o Dat( 
F:276) 
[0 0 4 2] 

###02 : (6-^ n n t? y >-3--f ;v) tK5^>tb'J ^f-^T 5 ><7)THF 
i&ifcfc:, 7K<^T-e3-vTy^>vM^^ni; K^jJDx., M^-ClBf mWmLtz* 

, N'-(6-^noif 1; ^>'>-3.^;v)-3.yry^>y*t K^K£#fc 0 £*UC 

£ ^ * y U 3 _ ( 6 _^ n n-i, 2, 4- h y T Vn [4, 3-b] tf V jt*J >-3-4 

h U ;^^#/io Dat(F:256) 
###U3 : (6-? n n vf y V-3-W ;V) U*7^ 3-^^f;V7^ ScJi. 

ffimLtzitmrnzmML, 7K&tFiM v^ne^-x^^u n'-(6-? 

KJ: l)ilLt, 6-^ a n-3-(3-i;^ f ;V7 5 v 7 x^;u)-l, 2,4- h 'J 7 Vn [4 
. 3-b] If y y*J y £#fc 0 Dat (F:274) 
##M4 : 3-^ h^ry7xiHVv7^- h t3-^na-6-t K^vV If y ^ 

p><dt* > - h y ;v?#m*^S"C30^m^U^^ 1,2-vyn^e-i, 1,2,2- 

7- h^^nu^^v^jn^. ^KMUx-zmmwfcLtzo ^<7)RjBmm^^T 

RjS»ffi«r«JET«j|gt^ HTSfclcJ: iJffligLT, 6-^nn-N-(3-^ ^v7x 
-^-1,2,4- f 'J 7yn[4,3-b] e'J ^y> - 3 - 7 5 Dat(F:276) 

miE# 2004-3069466 



#M 2003-189837 



: 32/ 



[0 0 4 3] 

Sk&m : 3- (6-^ n n-1, 2, 4-b'JT 7n [4, 3-b] tf »J V-3--T ;v) ^ > V- 

^ t r > -=e - ^ a tKv#$: t maik^xmw- L> MtK^-v v ? a -eiBfctfc 
> MJETztSILTto #"b^^ffi^ B H H *i^y-;v^ibS^ B H H L> 3-[6-(e^y 
y-l-4 2, 4- h V T 7o [4, 3-b] tf y $ry >-3--f ;V] ^ > V- h V ;v (435mg 

^3tM2 : N-y^D^>f;i/-3-(3-^ h ^y7xd^) -1,2,4- h V T7n [4,3 
- b ] tf i; ^ v >-6- T$y (300mg) ODMF(5ml) vt^lCTK^TGOo/oTfc^bi- hV-^A 
(44mg)=lr]finx.. 7mfrbM : &xmmmWLtz^ 3 ^4^^(68,. l)£jjn;U 

: ^^y-;v=2o: i) xmmx^tz^ wm^^h^m^, n-v?o^ 

f-;l/-3-(3-^ b^ry7x-;v)-N->f;v-l,2,4-f 'J T V*n [4, 3- b ] t:° V 
-6-T ^ > (145mg) i: Lt#f; 0 

[0 0 4 4] 

WJkmZ I TK^bTJ V A (98mg) fcDMS0(5ml) Otl^^G-T^^V-l-^ ;V-3- 
(lH--f > K— ;V-2--f ;v)-l, 2, 4-f'JT V n [4, 3- b ] tf y ^ v > (501mg) £3jnx.> 
^^T3075-m#L7^m> 3>Mb^M0.15ml)£;&n;i, ^hl<Z2mmM.UKX 

mwLtzo KiBrnz^ztoz.. mmLtzmfczmwL, yk-jfy-^m&mm 

xm&&, y # 5A^n7f^77^ - ; ^ n o a : ^ * 

y-;v=99:i) ^misiL/wo #«b^a^*^^^~;^t>s^ H B B t> 6-r-*? 
^>-l->f ;v-3-(l-^ f-;W ^ F-;v-2--r ;v) -1,2,4- h y r 7n[4,3-b] tT y r 
V > (40mg) fctefeif&S 2: lt#/: 0 

m&M4 : 3-[6-( tf ^ y s^-w ;v)-i, 2, 4- h y T Vn [4, 3- b ] t? y ^ v >-3 
_^;V]T-y >(l80mg) t^ftm(3ml)0«-&«4:Slffl*C6I^Ma^Lfco RJfc 

ffiiE# 2004-3069466 



2003-189837 



i-y : 33/ 



^ fc°^y^>-l-^ ^-1,2,4- h y 7V*u[4,3-b]fc°y ^>-3- 

>f;V]7-trh7-'J K(19(tag)**te»fifcLT#:fco 
[0 0 4 5] 

i£»J5 : 6- V v >-l--f ;V-3- V v >-3—f 2, 4- b V 7 7n [4, 3- 
b ] U yV y (670mg) „ fyxwr/ (360mg) RXfm.it (15ml ) (Dm 

&mmz* ? yz)i>*~)i<? u y K(320mg) fcinx^ ^-e8B#p^a^t/c 0 RJ£ 

fl^fc^^-^^f^llU 3- (1-^ * py-Z-J )V 

) _6- 1? ^ y y >-l-^ 2, 4->'J7 7n [4, 3- b ] fc? y > (230mg) fc*frfe*§ 

: 6-77* >-W ;V-3-(6-^ n n e V y >-2--f ;v)-l, 2,4- > y 77 
n [4, 3- b ] \£ y ^ v > (360mg) , th'J^A^ b^yK (570mg) S.^ b > (20m 

f-;Vi-r;V-e^U N 6-77*>-l-'f^-3-(6^ h tf y ^>-2--f JU)-1, 
2,4-h'J77n[4,3-b]tf'J^y (290mg) ^I^|£ B H B J: Lt#/; 0 
[0 0 4 6] 

*MS«7 : 3- [6- ( y v ^-l--f ;v)-l, 2, 4- h y T 7n [4, 3- b ] H° y ^ >-3 
-^;V]^m#m(430mg) > MS*ODMFRO f THF(10ml)(7)M^-^lC > MTT't 
<b^^-*fy/K0.44ml)Srinix.. ^ta-C2I^W«^Lfc|fe> ^TTTV^-T55f 

^-;i/(10:l)=Srin£s :W»*»*Lfco ttiftfcWETifcHiU #^£*13& H H H 
tx^y-^^SgftU 3-[6-(t?^y v>-l--f ;v) -1,2,4- > y 77n[4,3- 
b] try yi?y-3-4 fr]^yXT< K(242mg)*«:»fe*§Bfc Lt#/; 0 

: 3-[3-(^f-;^;v7r-;v)7i-;v]-6-t°^y y*y-i-^M,2,4- 
h y r 7n [4, 3- b ] \L V fy > (550mg) <Dm.it* *f-vy (30ml) > Miat?3- 

^nn^m#m(1.25g)^Jn^T13B#TO#t^o RJS&KTjc&tn*., aft* 



ffiiE# 2004-3069466 
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34/ 



y * ^;i/7> 7A^n7^77^ (^mm ; * n n : y * y -;v=98 : 2 
) -eilL/;!! ^*y-;vet£i§-U 3-[3-(>fM;v*^;v)7x^;v]-6- 
'J y V-l-4 )V-l, 2, 4-h'JT Vn [4, 3- b ] bf V y*J > (250mg) frftfeft A 

[0 0 4 7] 

mmm9 : «Wtll(1.5ml)25.y f *(3ml)Ofi^iR*-5 , C^iPL, 4-(6-bf^y 
v 2, 4- h V 7 V*a [4, 3- b ] If 'J ^ v V-3--T ;v) -1, 3-f- T V*- ;V-2- 

>(0.90gh «3PD(II) (1.50g)JMt"*- h y ^A(0.62g)^Jil^nx.0 c CtCT5 
#H«# Lfc&, Miim-^ f'J7A (0. 25g) <&**?fc(l. 6ml) * j«T U IfiCT 

nn^jVA : y *y-;V=20: 1) t»lL> #<b*^H£ H H H £^.* / -;1/-v?jc 
f;vx-f^^S^ H B a fi,itt:j: *K 3-(2-7*o^-l,3-f7V , -M-^;V) 
-6-bt^y y>-l-^;V-l,2,4- h 'J 77n[4,3-b] bfy *'v>(75mg) Sr^H-feSS 
H H H i:LT#7to 

M«U10 : 6-(6-T-feVN 0 >-l-^f ;v-l,2,4- b 'J 77n [4,3-b] b? U ^^>-3--f 
;V) e 'J v Z/-2-0T- (700mg) 5. 0* H^fc V > (7ml ) & 130*0 -C6B# 

*-e«fe*«U >y U iETHLf: 0 #fe*Lfc?Wft*S/ 

VATO^A^nvh^?^- ; ?nn*M : y *y-;v=98 : 2 

) TiML*:^ ^?y~;v^#f£«f a U 6-T^v-l-W ;v-3-(6-7 , n^f 
i; >_2-^r ;v) -1, 2, 4- b y T 7n [4, 3- b ] bf y ^ v > (240mg) 

[0 0 4 8] 

»5t^ll : [(6-T-feVN°>-l--r;l/-l,2,4-h y TVn[4,3-b]b?y ? 

mtE# 2004-3069466 
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^-v>: 35/ 



VV-Z-Jfr) ^J-^&Xfcx*— b (367mg)<DTHF(10ml)^?^^ > ^T^y^A 
tert-7h*:> K(127mg)££|]x., ^a^T40^TO^t/io 
W-yn^yXT^ft K (0.128ml) ZM?t, mSKT3^1B#TO# Lfz 0 R 

)\sfrbW$kMiL, 6-T-feVN°>-i-^;v-3-[(E)-2-(2-yn^-7oc^;v)lfn;i'] -l 
, 2, 4- h V T V*n [4, 3- b ] e y ^ v > (152mg) h LT#£ 0 

§^®I12 : 6-^nn-l,2,4-b 'J77n[4,3-b]e'J ^v>-3-*^^ 

*vWh (3.00g) #.0^^^ W-f ^ y (10ml) O^^^IOO'C t~ T2 

nvf^77^ Wt;^nn^;VA:^^y-;v=30:i) till, 

n.fcffii£ H E i£ y ~)vmfv^^^~7-)vi^h^m^^ ct^xn, 3-( 

T^Vn°>-1_^ ;v*;1/^;1/)_6-T^n°>-1-^ )V-\,2,4- V V TVn [4,3-b] tf 
U (0. 23g) fctefogJI t U#/; 0 
[0 0 4 9] 

$£ji®)l3 : i-[H>y;i/t^y)*;v#-;v] tf^y ^>-3-^;v5K>m(2.44 
g) , 3- ^ n a -6- t: K 9 v 7 t: y ^ > (1 . 34g) , WSCD&M^ (2. 13g) & tflfif fc ^ 

^v^ceomDcorl^^^T'ieBtF^m^t^o RJS^£^±Tm*iU mk 

MffiTitilbTto #ib^a^^M(80ml)*ijnx., not;-e2BP» 

}Vjj7A?u-?Y j - (mtti%L : ^nn^;VA : ^y-;i/=97 : 3) 
91 L£o # <b ft^iS-feS^C^ 9 J-fr (40ml) 10%/-? 9 v * A (150mg) 

«r«ETift»S"tac:fcicj: *9 , 6-fcT^y $;>-i->f ;i/-3-fcf^y w-3->f ;v-i,2, 
4- h y T V*n [4, 3- b ] e y try y (i. igg) *&<fe#Mlta:$&« t LT#/c 0 

SHfifflH : 2-7 \ J 1-7 V*- ;W4-# ;V v V - h (4. 56g) OTHFit 

»L(200ml)^lM7Km<b^ h y S A^^(30ml) £inx-> Sfi-C3B#KI«#Lfco 
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„ d nnt?'J^y V-3-^ ;i/ 1: K 7 v > (3. 83g)S.t>*WSCDm^(6. 09g) 

At^it, «JETa^t/co itL^e^v w(iomi)*iniA., loor-ejn^L 
-f- (?#ffii& ; ^nnw : ^ ^y-;v=30 : 1) jjjhisiu 3-(2-7 5 y 

f7y-;V-4-^;V)-6-(t^iJ yv_i_^;v)_i,2,4-b V 7yn[4,3-b]tfiJ r 
S»(0.92g)**feffl#:fc LT^o 
[0 0 5 0] 

9U10IJ15 I K7^-N-^f^-N-7x-)Hf'J ^^>-3-7^ >(1.14g 

) GD&rt^ "f - V >^m(10ml) IC6-^ n u tf 3 V >&(0. 83g) RZPNSCDm.M&(1.22g 

- (ifBt;^nn*;VA) lei 19 «»U 6-*n n-N' • -6-[>fM7xi 
;v) T ^ / ] tf V ^ v V-3-f Vf V y >-2-# ;v ^ K 9 v K (0. 57g) *#fc 0 # 
tt^&(0.56g)**S'V:'(20ml)'=K 150*0 U RjS&fcfciilllU 3- (6 
-^nn vf 1; ;V)-N-^f-;V-N-7a.-;v-i,2,4-h V T Vn [4,3-b] tf 

V ^ > (0. 54g) fcflfrfeHtti: LT#fc 0 

»i£M16 :6-^na-3-(6-7nn tf V v ;v)-l, 2,4- h U 7V*n [4,3-b 

] e >; > (620mg) , ^7°^ ^ ^ V > >f ^ V (1. 32g) 4-v?* ^ V (20ml) 

TSBftU WETSfclULfco #^tt7^ffi^^=Sri^y-;V^P>S^L, 6- TV* 
*y-l-^;v_3-(6-^nnvf y *>V-2--f /10-1,2.4-h V 77n [4,3-b] tf U ^ 
> (370mg) SrJjKtefefcH k L« 0 
[0 0 5 1] 
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i£»J17 : 6- (6- * n n -l , 2, 4- b y T 7n [4, 3- b ] fc? V ¥V > -3- >f ;v) tf y i> 
>-2-*-;i/(960mg) t S> > (10ml) <7)Wk%* 100X: ^30#^m#t7to gig. 

twt -cfflfcte. Kfcmmzm&TmmL, mhfctzm&mm**-? ; -)vx-& 
^ B H H t>2)^i:^J: J}, 6-(6-t?^y v>-i-y;v-i,2,4-v >; 77n[4,3-b] eu 

(OW&m*. M3tWtIWI^^tT^i?IJl08S.^109^^t/^> $^»J6t|Wl^ 

i3<oft&m*. m&miotmmzLxm&miu-ii6<7)4k'k ! ®)Z, m&mitm 

Rrfm7tmi7tmm^Lxmmn2o-i2i(Di\:^mi, f^^ a 
mm2~3K^mit&®(DMi&&tmm^Mn.vi*, m-mm&mt 

uklx, xiz, ^tibKmm%K&w<v%=F<7)m&*MmLx, m%Km&z 
fiMt^m (i) (Dmxib&o 

[0 0 5 2] 

^(orn^tes Rex : ; Ex : m&m^ ; Dat : mmit^n.^ 

(F : FAB-MS (M+H)+ ; M I lift PC] ; (d) : frffi- ; Nl : NMRXDMSO-dg, TMSI*] 

mm) (omm a PP m) ; sal : m ( &M : ^ y ; hci : ; 
2HCi:~mm^) ; Me:^^-;v; Et : ; W Ac : r-fc^;i/£> * 
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16 
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F:277 
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N1:3.93(3H.s).7.60(1 

H,d,J=9.7Hz),8.93(1 

H,tJ=1.8Hz) 


17 


Act, 


F:315 


7 


jx> 


F: 275 


18 


XK 


F:312 


8 


jQ 0 jO 


F:323 


19 


XX* 


F:259 


9 




F:310 


20 




F:263 


10 




F:381 
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F: 248 


11 


hi 

A, 


F: 311 


22 


OMe 


F:287 


12 




F: 357 


23 




F: 308 


13 




F:262 


24 




N1:2.64(3H.s).7.28(1H 
.d.J=3.8Hz).7.57(1H. 
d. J=9.7Hz) 


14 




F:227 


25 


"Cp 

OMe 


F:301 


15 


^0 


N1: 7.37(1 H, ddd, 
J=7.5. 4.7. 1.1Hz). 
7.59(1 H.d.J=9.7Hz). 
8.00(1 H.d,J=4.0Hz) 


26 
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F:238 
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F: 271 


40 


' Me 


N1:2.82(3H,s),7.58(1 

H,d,J=9.7Hz).9.15(1 

H.s) 
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F:267 


41 


OMe 


F:289 
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F:301 


42 


OMe 


F: 312 i 


31 




N1:1.97-2.04(4H. 
m),6.74(1H,dd,J=8 
.4Z4Hz),8.52(1H, 
d,J=9.7Hz) 
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H OMe 


F:304 


32 




E: 282 


44 


OMe 


F:307 


33 


^? 

Me 


F: 298 


45 




F:279 


34 




F: 295 


46 


OMe 


F: 291 






r. OO/ 


Hi 


„MeO 




36 




F:270 


48 


^ OMe 


F: 285 


37 




F:8.17(1H.d.J=8.6 
Hz),8.62(1H.d.J=9. 
7Hz). 8.94(1 H, s) 


49 


-^^OMe 


F: 279 


38 




N1:7.09(1H,d,J=9. 
3Hz).8.60(1H.d,J= 
9.7Hz), 8.69(1 H, 
s) 


50 


^O^SMe 


F: 278 
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M: 200-202 
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Me 
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M: 136-137 

N1:2.52(3H, s), 3.86(3H, s), 
o.OoUn, d, J-7.9rlz; 
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M: 151-152 
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^VnHAc 

X M 111 1 w^\f 




M: 210-21 2 


5 




\ N S ^ 
/— ' Me 




M: 207-208 


6 


y — v 


)-N 




M: 168-169 

N1:1.76(4H, br s), 3.98(3H, s), 
6.94(1 H, d, J=8.3Hz) 


7 


Ok 


^^-CONH 2 




M:254-257(d) 


8 








M: 259-260 


9 


ex 






N1:1.65(4H. br s), 8.1 5(1 H. d, 
J=10.3Hz), 8.67(1 H, s) 


10 


Ok 






M: 151-152 

N1:1.80(4H. br s), 7.34(1 H. d, 

J=10.2Hz). 7.75(1 H, d. J=7.8Hz) 
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M:180-182 


12 








N1 :3.55-3.70(6H, m), 7.29(1 H, d. 
J=9.8HzX 8.08(1 H. d, J=10.2Hz) 


13 


Ok 


JCnh 




F:421 


14 




j-S 




F:302 


15 


Or- 






F:337 


16 




A, 




F:343 


17 


ex 






F:297 


18 


cot 






M: 235-236 


19 


Ok 


VI VIC 




M: 165-166 

N1 :3.85(3H. s). 7.07(1 H. dd, J=7.9. 
2.4Hz), 7.43 (1H. d, J=10.2Hz) 


20 


H 


Xx„ 0 




M: 307-310 


21 


On 


-XX,, 




M: 207-208 

N1: 1.68(6H. br). 7.50(1 H. d. 
J=10Hz). 9.49(1 H, t. J=2.0Hz) 
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jCl 




M: 168-169 


23 




n 

ou 2 Me 




M: 21 8-220 


24 








M: 167-169 


25 








M: 184-186 


26 


On- 






M: 189-191 
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Ox 


<J 




M: 165-167 
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Ox 






M: 175-176 


29 


^x. 
x^k 






M: 135-136 




Et 

Et' N - 






M: 127-128 


31 








M: 172-173 

INI . o.ouwn, SA u/Un, d t 
J=10.4Hz), 7.48 (1H. t. 
J=8.1Hz) 


32 


Ox 






M: 152-153 

N1 : 1 .66 (6H, br s) , 8.1 3(1 H, d, 
o — i u.onz;, o.osv i n, 


33 








M: 138-139 

N1 : 1.79(4H. br s), 3.85(3H, s). 
7 94f 1 H H . 1=1 0 


34 


Olx 






M:181-182 


OCT 

35 


H 

Cr ^ 






M: 226-228 


36 




jDx, 




M: 158-159 

N1:1.66(6H. br s). 8.1 2(1 H. d. 
J=10.2Hz). 8.92(1 H. s) 


37 


0»x 






M- 163-164 

N1:3.97(3H, s), 6.94(1 H, d, 
J=7.8Hz), 7.45(1 H, d, 
J=10.2Hz) 


38 


Ox 


^x^x^PCOEOj 




M: 123-124 


39 


o>. 






M: 152-153 


40 


Ox 


XX SM . 




M: 185-186 

N1:2.56(3H, s), 7.43(1 H. d, 
J=10.2Hz). 8.38(1 H. s) 


41 


Ox 


A, 




M: 155-156 
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42 








M : 248-249 

N1:1.67(6H, br s), 7.54(1 H, d, 
J=10.3Hz). 8.65(1 H, s) 


43 


OCX 






N1:3.92(3H, s), 4.81 (2H. s), 
8.05(1 H, d. J=7.8Hz) 


44 








M: 104-105 


45 


k^ 


H 

ki r\%. m _ 




M: 192-193 


46 


Me 


OMe 




F:339 

s), 8.1 3(1 H. d. J=10.2Hz) 


47 








N1 : 3.97(3H. s). 6.95(2H. dd J=7 8 
1.5Hz). 8.14(1 H. d, J=10.3Hz) 


48 


o 


^O^OMe 




M: 135-136 

N1:3.98(3H. s), 5.82(1 H, d, 
J=1 0.2Hz), 6.95(1 H. d. 
J=7.9Hz) 


49 


HO ^N>. 






N1:3.97(3H. s). 4.44(1 H, br s), 
8.1 8(1 H. d, J=10.2Hz) 


50 


EtO a C- N ^\ 


^N^OMe 




N1 :1.21(3H, t, J=6.8Hz). 3.97(3H, 
s), 8.22(1 H. d. J=10.3Hz) 


51 


C0 2 Me 


N OMe 




N1:3.58(3H, s). 3.97(3H, s), 
8.25(1 H, d, J=10.3Hz) 


52 


rx 


N 0(to 




M:118-119 

Nl : 1.5K4H, br s), 3.97(3H, s), 
6.94(1 H. d. J=8.3HZ) 


53 




Br 




M: 196-197 

N1:1.79(4H. br s). 6.90(1 H, d. 
J=3.4Hz). 7.30(1 H,d. 
J=10.2Hz) 


54 


G- 


-^ s ^SMe 




M: 133-135 


55 




OMe 




M: 244-246 
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56 


c»~ 


H 




M: 226-228 


57 


^ — ^ ! 

O 


H 




M: 283-284 


CO 

58 








M : 307-309 


59 








M: 196-197 


60 


O- 






N1 :3.6-3.7(4H. m). 7.1 8(1 H. d, 
J=10.3Hz), 7.96(1 H,d, 
J=10.3Hz) 


61 


o- 


OMe 




M: 154-155 

N1:3.87(3H, s). 8.05(1 H, d, 
J=9.6Hz), 8.52(1 H, d, 
J=16.8Hz) 


62 








M: 191-192 


63 


JL 


N OMe 




F:337 

8.1 5(1 H, d, J=9.8Hz) 


64 




if**] 




M: 215-21 6 


65 








M: 270-271 

N1 :3.74(4H. t, J=6.1Hz), 7.40(1 H, 
d, J=10.2Hz), 9.47(1 H,s) 


66 








M: 275-277 


67 


G- 






N1: 3.76(4H,t, J=6.1 Hz), 7.34(1 H, 
d, J=10.4Hz), 8.70(1 H, s) 


68 




"~P(OEt) 2 
0 




M : 98-99 
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69 


G- 
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M: 202-203 


70 








M- 175-1 76 

N1 :2.28(2H, br s). 3.86(3H. s). 
5.84(1 H, d, J=10.3Hz) 


71 


G- 


OMe 




M: 181-182 


72 


G- 






M : 1 52-1 53 


73 








M : 1 □ 1 oo 

N1:1.82(4H. br s) f 8.1 2(1 H, d, 
J=10.2Hz). 8.78(1 H, s) 


74 




Xx Br 




M • 171-179 

IVI . 1 / 1 1 / £. 

N1 :2.28(2H. br s). 5.84(1 H. d. 
J=1 0.3Hz), 8.64(1 H, s) 


75 


O- 






N1 :3.60(4H, t, J=6.1Hz), 4.79(2H, 
s). 7.1 5(1 H. d, J=10.2Hz) 


76 








M: 174-175 


77 


G- 


OMe 




F:354 

N1 :3.71(1H,s),5.41(2H,s). 
8.05(1 H, d, J=10.2Hz) 


78 


g- 






M: 187-189 


79 


On- 


OMe 




M: 126-127 


80 


\ — / 


H OMe 




N1:3.88(3H. s). 7.43(1 H. d. 
J-10.2Hz), 10.74(1 H, br s) 


81 


G- 


OMe 




M:116-117 


82 




Xx Br 




M:161-163 

N1: 1.82(4H,brs), 7.28(1 H.d. 
J=10.2Hz), 8.42(1 H. d. 
J=7.8Hz) 
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83 


■ ■, 






F:328 

N1:1.65(4H. br s), 3.95(3H, s). 
8.1 2(1 H. d, J=10.3Hz) 


84 








F:328 

N1 :3.81(3H, s). 7.5K1H, dd. J=5.4, 
3.0Hz). 8.1 3(1 H, d, J=10.3Hz) 


85 








M: 207-2 10 

N1:4.56(2H, br s), 7.33(1 H, d, 
J=10.1Hz). 8.42(1 H, dd. J=7.8. 
1.0Hz) 


86 








N1:3.98(3H. s), 4.89(1 H. d. 
J=4.4Hz). 8.1 5(1 H. d. 
J=10 3Hz) 


87 








M: 168-171 

N1 :2.62(3H. s). 4.55 (2H. br s). 
7.33(1 H. d. J=10.2Hz) 


88 


z 


^0"OMe 




r . ou i 

N1 :3.79(4H, d, J=4.0Hz). 3.97(3H. 
s). 8.1 2(1 H. d. J=10.2Hz) 


89 




N OMe 




M: 108-1 10 


90 








M:151-153 

N1:4.86(1H. dm J=46.9Hz). 
3.98(3H, s). 7.49(1 H. d. 
J=10.3Hz) 


91 




''N OMe 




M: 154-157 

N1:3.97(3H. s), 4.93(1 H. dm. 
J=48.4Hz). 7.50(1 H, d, 
J=10.3Hz) 


92 








F:337 

N1:3.04(2H,d. J=11.8Hz). 
3.97(3H. s), 8.1 3(1 H, d. 
J=10.3Hz) 


93 








M : 1 78-1 80 

N1 : 2.06-2.1 6 (4H. m), 3.97(3H. s.X 
8.22(1 H. d, 10.4Hz) 


94 


F 






M: 199-202 

N1 : 2.06-2.1 6(2H. m). 3.99(3H. s). 
7.56(1 H, d. J=10.3Hz) 


95 








N1:3.96(3H, s). 4.30 (2H. d, 
J=12.2Hz).8.15(1H. d. 
J=10.3Hz) 



[0 0 6 2] 



mSE# 2004-3069466 



#11 2003-189837 



^-v : 47/ 



»1 1] 



96 


fx 


-Xl^OMe 




N1 :3.97(3H, s), 4.51 (2H, d, 
J=1 4.1 Hz), 8.24(1 H. d, 
J=10.2Hz) 


97 








N1:3.04(2H, d, J=11.8Hz), 
3.97C3H, s), 8.1 3(1 H, d, 
J=10.3Hz) 


98 
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HCI 


M: 167-168 

N1:3.85(3H. s), 4.58(2H, m), 
8.01 (1H, d, J=7.8Hz) 


99 




OMe 


HCI 


M: 21 4-21 6(d) 
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^ — , 

O 


K 

' Me 


HCI 


N1:2.84(3H. s), 3.70(4H,t 
J=5.9Hz), 7.29(1 H, d, 
J=10.4Hz) 


1 A1 
1 VI 1 




OMe 




M: 104-106 

Ini :o.lZV.zn, t, J-7.ZHz;, 3.68^3H, 
s), 7.66(1 H.d, J=10.4Hz) 


102 




OMe 


2HCI 


N1:3.99(3H, s), 4.34(2H, d, 
J=13.2Hz). 7.59(1 H, d, 
J=10.2Hz) 


103 


H 
H 




HCI 


km • a nnfiu *-.\ *7 no/1 Li j 
Nl . 4.UUWn, s), /.Ua< n, d, 

J=7.8Hz), 8.1 9(1 H, d. 

J=10.3Hz) 


104 


Et0 2 Cs^X^U 




HCI 


N1 : 1.17(3H, t, J=7.1Hz). 4.01 (3H, 
s), 8.29(1 H, d. J=10.2Hz) 


105 




OMe 


HCI 


F:351 

N1 : 2.07(1 H. br s), 4.01 (3H, s), 
8.24(1 H, d, J=10.3Hz) 


106 


f~ COOEt 


^OMe 


HC 


M: 133-135 


107 




Me. 




M: 226-227 


108 








M: 178-179 


109 




£>OMe 




M: 175-177 
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110 


o 


)=N 




M: 124-125 

N1:1.77(4H, br s), 2.62(3H, s). 
7.31 (1H, d, J=10.3Hz) 


111 
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Me 
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F:337 

IN 1 . «J.**0kon, s), *MJUv.on, s), 
8.03(1 H, d, J=10.3Hz) 


112 








M: 139-141 

N1 : 7.73-1 .84 (4H, m), 2.62(3H, s) , 
7.28(1 H, d, J=10.3Hz) 


113 


o 


P 

OMe 

0 ° 




M: 189-191 


114 








M: 176-177 

N1 : 1.63(6H, br s), 7.48(1 H. d. 
J=10.2Hz), 7.76(1 H. d, 
J=7 8Hz) 


115 








M: 169-171 

N1:1.80(4H, br s),7.31(1H, d, 
J=1 0.3Hz), 8.47(1 H, d, 
J=7 6Hz) 


116 




f>Br 
/ N 




F:384 

N1:4.57(2H. br s), 7.35(1 H, d, 
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